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	Figure 2.  Idealized schematic of a typical ECG waveform  and the cardiac cycle.     
	Figure 10. Ki67-positive granulosa cells  in primordial and primary follicles.  The percentages of primordial and primary follicles  that had Ki67-positive granulosa cells (brown staining) did not increase significantly in mice exposed to  PM2.5  for 12 weeks (p>0.4 by Kruskal-Wallis test). As expected, secondary and antral follicles  were all positive for Ki67 (summary data not shown). For example, large follicles at top and lower left in PM2.5  image are antral  follicles, while small follicle at lower le
	Figure 11. Caspase-3-positive granulosa cells in secondary and antral follicles.  The percentages of histologically healthy plus atretic secondary and antral follicles that had activated caspase 3 positive  granulosa cells increased slightly, but non-significantly, in mice exposed to PM2.5  for 12 weeks (P=0.17 by Kruskal Wallis test). Large follicles at top middle of the Air photomicrograph and top left of the PM2.5  micrograph are atretic antral follicles with activated caspase 3 positive (brown staining)
	Figure 12.  Percentage of follicles with granulosa cells  (GC)  that stained positively for gH2AX. *p<0.05  
	Figure 13. Rate-related ECG endpoints: OVX vs SHAM.  A) Heart rate; B) RR Interval; C) P-wave duration;  D) PR interval; E) QRS interval; F)  QTcM Interval.  The plots display responses over the 12-week exposure period in female mice who were either ovariectomized (OVX) or underwent sham surgery (Mean ± SE; n=4-5/group). The plots show the change in value from baseline (week 0). Heart rate is plotted as the change in beats-perminute (∆ .PM)/ R-R interval,  P-wave duration, P-R interval, QRS interval, and co
	Figure 14. Ventricular-related ECG endpoints: OVX vs. SHAM.  A) J-point elevation; B) T-wave Amplitude; C) T-wave Area. The  plots display responses over the  12-week exposure period in female mice who were either ovariectomized (OVX) or underwent sham surgery (Mean ± SE; n=4-5/group). The plots show the change in value from baseline (week 0). J-point elevation and T wave amplitude  are plotted  as the change in millivolts (∆ mV)/ T wave area is plotted as the change in the product of milliseconds multiplie
	Figure 15. Time-domain parameters of  heart rate variability  (HRV)  HRV parameters  were measured  in the evening of each day of CAPs or Air exposure and averaged for each week for  ovariectomized (OVX) and non-ovariectomized mice that underwent a sham surgery  (SHAM). Note: n=4-5 per group- *p ² 0/05/  
	Figure 16. Frequency-domain parameters  of  heart rate variability  (HRV).  HRV parameters were measured  in the evening of each  day of CAPs or Air exposure and averaged for each week for ovariectomized (OVX) and non-ovariectomized mice that underwent a sham surgery (SHAM). Note: n=4-5 per group- *p ² 0/05/  
	Figure 17. CAPs  exposure decreased systolic blood pressure compared to controls in SHAM animals only but not in OVX mice.  These plots show the change in systolic and diastolic BP (∆  mmHg) compared to baseline (week 0) for each of the female experimental groups (Mean  ± SE; n=4-5/group). *Sham CAPs vs. Sham Air at  p  ² 0/05  
	Figure 18.  Exposure-related and treatment-related changes in  dP/dt,  rate-pressure product (RPP) and breathing rate in intact (SHAM) and OVX treated mice  exposed to Air or CAPs.  These plots show the change in peak dP/dt (∆  mmHg/s), the change in Rate x Pressure, and the change in breathing rate (∆  BPM) compared to baseline (week 0) for each of the female experimental  groups (Mean  ± SE; n=4-5/group). ‡Sham !ir vs/ OVX !ir at P ² 0/05- #OVX .!Ps vs/ OVX !ir at P ² 0/05- *Sham CAPs vs. Sham Air  at P ²
	Figure 19.  Echocardiogram measurements.  CAPs exposure increased left ventricular (LV) myocardial mass and wall thickness  in both OVX and intact  animals compared to controls, suggestive of LV hypertrophy  (n  = 4-5/group).  
	Figure 20.  Cardiomyocyte contractility parameters: OVX vs. SHAM. Several contractility (shortening and lengthening)  parameters were measured in cardiomyocytes from CAPs- and air-exposed females that had undergone either ovariectomy (OVX) or sham surgery (n= 4-5/group). The units of +dL/dt and  -dL/dT are µm/second. +dL/dt =  maximal velocity of relengthening; -dL/dT = maximal velocity of shortening; TPS = time to peak shortening; TR90 = time to 90% relaxation.  
	Figure 22  Heart  rate changes as an effect of CAPs exposure.  Heart rates  following air or CAPs exposures  were compared between (top) sham groups, (bottom-left) ovariectomized mice with injected placebo pellets (Ovax_P), and (bottom-right)  ovariectomized mice with injected E2 pellets (Ovax_E2) (Mean  ± SE; n=3/group).  The vertical dashed line represents the second pellet injection of either 17β-estradiol or placebo at 5 ± 1 weeks.    *p ² 0/05/  
	Figure 23  Total heart rate variability represented as standard deviation of NN-intervals  (SDNN).  SDNN values following air or CAPs exposures were compared between (top) sham groups, (bottom-left) ovariectomized mice with injected placebo pellets (Ovax_P), and (bottom-right) ovariectomized mice with injected E2 pellets (Ovax_E2)  (Mean  ± SE; n=3/group). The vertical dashed line represents the second pellet injection of either 17β-estradiol or placebo at 5 ± 1 weeks.    *p ² 0/05/  
	Figure 24  Root  mean squared of successive differences (RMSSD) as affected by CAPs exposure and hormone treatment.  RMSSD values following air or CAPs exposures were compared between (top) sham groups, (bottom-left) ovariectomized mice with  injected placebo pellets (Ovax_P), and (bottom-right) ovariectomized mice with injected E2 pellets (Ovax_E2). (Mean  ± SE; n=3/group).  The vertical dashed line represents the second pellet injection of either 17β-estradiol or placebo at 5 ± 1 weeks.    *p ² 0.05.  
	Figure 25  Ratio of low to high frequency (LF/HF) heart rate variability.  LF/HF  ratios  following air or CAPs exposures were compared between (top) sham groups, (bottom-left) ovariectomized mice with injected placebo pellets (Ovax_P), and (bottom-right) ovariectomized mice with injected E2 pellets (Ovax_E2). (Mean  ± SE; n=3/group).  The vertical dashed line represents the second pellet injection of either 17β-estradiol or placebo at 5 ± 1 weeks.  


